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(57) Abstract: A combination of pharmaceutical 
preparations which are simultaneously, separately, or 
successively administered in treatments for cancers. It 
comprises the following two separate preparations: * a 
pharmaceutical preparation comprising a pharmaceutically 
acceptable support or diluent and either at least one 
compound represented by the general formula [I]: [I] 
(wherein R 1 and R 2 each independently represents hydrogen, 
(I) lower alkyl, etc.; G represents a pentose group, etc.; 

and X 1 and X 2 each independently represents hydrogen, 
halogeno, etc.) or a pharmaceutically acceptable salt of the 
compound and * a pharmaceutical preparation comprising 
a pharmaceutically acceptable support or diluent and any 
of an anticancer alkylating agent, anticancer antimetabilite, 
anticancer antibiotic, plant-derived anticancer agent, and the 
like (the pharmaceutical preparation containing at least one compound represented by the above formula [1] or a pharmaceutically 
acceptable salt thereof may be used in combination with two or more other anticancer agents). Also provided is a method of 
treatments for cancers, characterized by administering these pharmaceutical preparations in combination. 
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^sffi&m* #ssc©ig£* js#©¥<$\ ggipo^iif, ^©s»<fc?t^ 

20 «£\ 1 B^TcD l&Vibl 0 Orag/m 2 > #?£U<te 

10^L15mg/m 2 (#S@fK) ^ $f>i:Sftl<ttl3mg/m 2 (#& 
MO ©ttHl^t-r^^t^^S. jftS&S^©*^ 1~4 

25 £F£b<tel B 1~20, $&fc»SU<«l 0 ltUTfe^o PSB 
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5-^;v^n^^->;v (5-fu) ©teSHMfctt, «pfS:#o»^ mm*. 

102OO-3OOmg$l~30tlH^l/> ^UMom^U, mX\t, 1 
05-1 5mg/kg&««J©5 0W3iBlHlIiI#^Xtt^fll^U 
5-7. 5mg/kg SHBfclBlliI»aX^*»a-ra (K^fcfck aS® 

^^<£>1B2HK 2 8 BR3£Bil£nfi!#U ^CO^ 1 4 B F^ItS. 

Ml) \%> 1. 2 5m 2 *SI : 4 0mg/HI> 1. 2 5m 2 K±~l. 5m 2 *i: 
5Omg/0, 1. 5m 2 ^± : 6 0mg/tUT&D> a#©^Mfccfc Djt^Cii 

^A>^lf>©ii&#l£<fcte, 08*.fcf, yA^fc?>£LT IIhII g/m 2 §3 

«£\ #»J3-fc£, lBlHIlOmg (0. 2mg/kg) (tjfia) T4~6 0^I 
0#M7»a7htm 7~1O0KMU ^nsn-xtu 2~ 

3 3-^»ojg-r. ;i^"e> m&j?m\z, soomg aim) /m 2 w&m%o 

xh^v'HooiiWt ^M^attCD^-ar, fll*.fc& 1 06 0-10 Omg 
Hf, 10 17 5~2OOmg^5 0FIIIS4U 3»ffltfSrr* 
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M U^*;i'©ii&*MMfcfck 1 B 102 1 Omg/m 2 (fl^iS8D 

->*:7^><&te«#&fcJu »KrtffiN-©*&, 1B105O-7O 
m g/m 2 (fl^M^t) 3Mffl&±foM?Z> MlffMb 

*;^y7f>0^*^tt»> 09*.fc£, 1 S 1 0 3 0 0~4 0 Omg/m 2 £ 

^ij/r*> i«'fU/f*» ©fetft^, 1010 

10 Omg/m 2 . ljlIffl|fflPg , r3'-4lHljfeSS#aU. ^<t%2l^t 

h^#>(D^iPM&«, 0iJ*-fc£, 10101. 5mg/m 2 £5 0F^» 

at, 4>&< 3awMWS8*rs. 

^PW775H©i&*#ffit M^&ft^^ 0l*.fc£ 101010 
Omg^Bff^b, if^me»ni>i^ttl0 2 0 0mgfc«ILTfeJ;<, 
lt*"C3 0 0 0~8 0 0 OmgWS^ Ml*fMbT*> £V>o 

fclS-tok 1B100-20 0mg«t§. 
l^y1f©te*SM&fck #!JAk£> 10102 5 0mg^JS5P^#-r^ o 
SU5 4 16©MWt m%.te> 6 0^Hj-T14 5mg/m 2 $l2Ill 

IMC-C2 2 50MW1 fll&fcJ, ^10|C4OOmg/m 2 ^i 
tab, «2 5 0mg/m 2 ^M»t§. 
RhuMabVEGF(Q»tH 3mg/kgS«iJ«»»at 
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3o 

^5»5BIfc5-FU 4 2 5mg/m 2 , □^f3^U> 2 0 0mg/m 2 ^ 

MMtmL ts^mu mm, mmmv<\tmm^<Dmamnu m 

-nzomL ti^mu mmwA-m^^mmm^-mm^, mm 
±ft(Dmm&mmtvT, w%-&* ^i^sn^fto. i~i o oit%, 
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(Dmm&^tvx, mpLit, o. i~ioii%> ^k^o. i~5ii% 

&fc, mn^mommnu ^uy^momm^ mm±i^(omm^mmt 
it, mxu, o. 5~i omfi%©^j&#£^t?d£#n?#So 
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5 mm 1 

&ttffl^7K5 5L£6 0~6 5tl;ttL, 0^I^3-^6kg$ 

7K^px.ti 2 oLm, mznrcmm&o. 2 2s.^u>y^)v^-^v 

TtifeWMi&VrzWi. IA^^^cO 2 5 5~2 6 5mLt^,i:^tii^(D 

saw 2 

15 5£ i AT^$n^>^ti (^#ia) *<£&muwm\<Dmm : 

mmmwmftLmizT, %%4 5 0 0 g, asa-k^n-* 3 9 5 0 g, tHn+ 

->yDtf;P-fe;VD— X2 0 0 g, ^DXM/n-Xth'J^3 0 0 g, >fb-& 
«A1 0 0 Og^lTHW. »«7K2 0 0 0 g£$»U M^UT^tS 

20 T7'J>tT^>>7A5 Og$VIH^«HTji^t, tttefllfc: 
TffiRSricTBU 2 0 OmgO^JiitS. 

H»!J 1 

25 a) S£iSj£ 

W^JfiL« (FCS) tt^I/y-hth^S, VMEUmmZMT-Z S If^Xlt 

^SA^tfc. as^a (_hfB^: 1 A^$ns^#i) *Lt\&t><D-%m (m. 

Ohkubo et al. , Bioorg. & Med. Chera. L 
ett. , 9, 3307-3312 (1999)) fccktJ^bfc. ->X^^^ 
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> (CDDP, 7>?m UUmm&K). ^^hf^ (CPT) «y^7 
ftcfc9> 7h*'J77<i/> (ADM, Th*UTS>» temmB&V . b*>#U 
(VCR, t>3t'» (CBDCA) 

b) ffijfc 

HCT 116b h^BW/^J^ S CC- 2 5 b b^A^JJS, A4 2 7 b h 

^mmm^/vmm. j 8 2 b hm&t^/vmmu. t*u#> ^-ry 

^ uVZz/m > (Ame r i c a n Type Culture Col le 
ction; ATCC) J;0A¥Urc. 

c) wmmMm 

mm&i 0 %f c smnvMEMmmzmmv. i^&tcd 100 o«/5 0 
7^, 5%co 2 -9 ^mm^^^^)V7,jv^^ 
^t&v^t'v- mc 5 o^^D'j>; h)v~r-oftmvtc 0 -z*>\z3 era, 3 7<c> 

5%C0 2 -9 5%^«t§. ^ittt©HI«WST-8S (H. 
Tominaga, et al. , Anal. Commun. , 36, 4 
7- 5 0 (1 9 9 9) ) fcckDSU^bfco WST-8i*<i:«, £7^1 

OY-f^P'J^ hil/OWST - 8^»^SP^-> 1~6P#F*13 7tTi§i^i 

2-D(DMM(Dm'S.^Fm\^ Vtf n^A( I sobologr am)S(G. G. 
Steel and M. Peckham, Int. J. Radiat. O 
ncol. Biol. Phys. , 5, 85-91 (1979)) 
^ffl^ODfiJ^^ffofeo Z\Z\X\ -fV#D^7ASI:fot, £t\ &*©H£ 

m<d 5 o %mmm.itmm uc 50 ) £3<ae>> «£^¥&££WB*f^ (ic 5 
0 *i. o tvitm&nmfflmm) ^77^11^. mz, &*<Dm 

& <h, Hfl*©fM3«ftsS#^#& (^6-F2) £{K5£U 2#©:7 
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arrs. 
mi 





CDDP 


CPT 


ADM 


CBDCA 


HCTH6 


[ s 


S 




S 


SCC-25 


S 


S 






A427 


s 


S 






J82 


s 


S 


S 





S :mmi^m, CDDP: ^^5f>, CPT:%>'7h ; rzs>. ADM:THUTT 



10 (H^v;nf->» , cbdca:*;v^^^^> 

15 M&jVjfeMMM^I (i) 

a) T^X^cktX^m 

4&Vib 5M^r©fliCDF 1 ^^XttH*^^— U A*— *fc«k 
P 3 8 8 x"^77,ajfil^tt«fflAE^-fe>^-J;DA^bfeo 

b) ft&g 

20 fc^A* v"*:/7^>, Xh#~>b\ ^7F'J77^y> (H^rV;i/tf>- 

c) toxmmk 

P 3 8 ST^SMiJiaST^^ lE&fclp 1 0 O^&JftJSl^Kljg^fibfe 
(Day 0) , HB (Day 1) fcJ|l»J»S^tt2 3W*lttBrtfi!^L/fc. H£ 
25 ^J«B^M^J;^^JMM^<i: ! b^®^B^^m^bfe e IHJ»TB# (Da 
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y 3 0) K£38U M7m^<OM&bnt£ti^r^V7s\&. ^tsttu £ 
#B^£6 0 BtVT^tWlsfco (I LS%, Increased Li 

fe Span) ^T®Sfc«kD*»fc. 

ils%= ( (Mmmmmom^BW / (mmfmmm^m^Bm - d 

X 1 o o 

(ci, Combination Index) \Z&*&ffl<Dtefo& 

1*0 mz<Djj& (fam ^ agt-fb^ag^ 2 5, 

75-78 (1 99 8)) fc.kOKTO^fefe. 

C I =Wm® i W<D ILS%/ (J-10708 8 SWT?© I L S %+^J#^J 
T©I LS%) 

C I fccfcD^T©<fc'5^2^J(D#ffl^^f!J^Ufeo 
C I > 1 : mm%}%:. C I = 1 : *BJn$l^ C I< 1 : ^iaf^ffl 



312 



mi mm 


&5-m 

(mg/kg) I 


&2mm 


(mg/kg) 




(ILS%) 


CI 


=i>hP— ;u 








11.5±1.0 


0 






75 






18.0±1.2 


57 








CDDP 


1.67 


25.4±19.6 


121 








ADM 


1.5 


19.0±1.9 


65 








VP-16 


7.5 


17.4±4.1 


51 




Ibi^A 


75 


CDDP 


1.67 


39.6 ±18.6 


244 


1.38 




75 


ADM 


1.5 


35.6 ±22.3 


210 


1.72 




75 


VP-16 


7.5 


52.8 ±16.1 


359 


3.33 



CDDP: ly^V^y, ADM: T H U -»( , VP-16: X 
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nmM3 

W}®&mKitmfflwm%i& (2) 

a) famifa 

5 ^CT116tt(i7^'J*> 3 0 A^b 

b) ^ 

^>T;P (5-FU) t»fP^0ckD> P-f3aJ?U> : T-T V#U >&) 

10 mmm^jzm^Dx^vrc. 

* — K^^X&TTitttt«IJ#bT^SHCT 1 1 6 Mffi& 3 mmM\zMW U 

7cm 3 ~0. 3 6cm 3 (:Ibfei:f, 3 <£>J;5 (C, 48$fc 

15 (Day 0) . 







1 


*fMH (0. 5%^;P3-X^^J;^S^zK0^1S#) 


2 


fc&WA 0. 3mg/kgS4S 


3 


5-FU 10mg/kg + D<33jfiJ> 8 3.3mg/k 


4 


Ik&WoA 0. 3mg/kg + 5-FU lOmg/kg 
+ P-T3^U> 8 3. 3mg/kgM 



tt^tJAte, Day 0&£tf7lZ0. 3mg/kg, «»J»rt«!#Sff ofc. 
20 M37tfU>teDay 2, 4, 9 *$«ktf 1 1 fc 8 3 . 3mg/kgl«rtg 
#£ffofco D 3 ^ >J >^ 1 I^F B 1f 5 - F U § 1 0mg/kg«M^ 
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WMWm (cm 3 ) = (cm) x (cm) ) 2 /2) 

5 ^«lAllttja4»*«k^ 5 - F U + O-f 3#U>K#S* A + 5-FU 

+ n^33j?U >tft-^t»tW3t^*3t (Mann-Whi tneyOUt® Sff 
ofco fb^*&A+ 5 -FU+n^3#U 4b^#/A^&^SM3«fct£ 
5-FU+D>T3aJ5U>S#»tJt^ (P<0. 0 5) )&*&£i4HI»r3 





^mmwm (cm 3 ) 


(cm 3 ) 


mmmmm (%) 


1 


4.5 2 


0. 4 1 


0 


2 


4.2 7 


0. 14 


6 


3 


4. 44 


0. 4 7 


2 


4 


3. 17 


0. 12 


3 0 



is mmm4 

a) ^V^-BC&ifihWM 

4&^L5j1^<£>JH4CDF 17W^P 3 8 8 V^XSifr^ffllfefco^TteU 
H»J2 £|PH§n?*5. 
20 b) 

c) 2&JH¥U5£8i 

P 3 8 8T«j77vejfe^ilfflJ3S^-x"5'X l&E&fcD 1 0 0^ffl*IS[Jffil*3^*tbfc 
25 (Day 0) o (Day 1) £m^£^ra2#J£MJKrt&#bfco H 
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y 3 0) K£SU M7^^<nW&t>ni3.fr-z>T^V7s*. 5££?&5i£U ± 
#g^6 0BtbTlHLfc, 1^$ (ILS%, Increased Li 
f e Span) \ZMMm 2 t mmz&tbTco 

nm<v i l s %^t^#»s^^o z(D&^m&^vxm&\H\z 1010, 



S5 





(mg/kg) 




(mg/kg) 


stir* 

(ILS%) 


ZI>HP— )\, 








0 




25 






79 






ADM 


1.5 


92 




5 


ADM 


0.3 


83 



ADM: 7HUW-» (H^V^b*~») 



^6 





(mg/kg) 




(mg/kg) 




(g> 










0/4 


+0.8 




25 






4/4 








ADM 


1.5 


0/4 


+0.1 


its® A 


5 


ADM 


0.3 


0/4 


+0.3 



ADM: TH'jr^^ ( h*^ V;Vtf ~>» 

s 5 Rrx 6 *> e> m o \z, 4k<e>WA&T h u 7^ i/>tmmir2> z. t 
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m * <d m m 

5 gm\T&^X. 2*D<Dfflm<D&ffl : 




M^y;^;^, MMT;p^n;i/S, mmt;!/^-;^ i7U-M, 
t77MJH, wgdft^Ste, tf;^^;^ ^w^-onk 

)V*)vm, ->^D7M;W7^;n> tu-;ps> 77i^jvi, f&mx 
20 ;i/3^>-S, kh'7^/S, 75/S> 7'J-;i/757S, #;wt^< ;vs> x 
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Xte, (CH 2 ) m -R 4 CDS t^T* R 4 teU trU^;i/g, 7'JM 

25 ^b#^>^^tf»J, mmz 

tf/vVkttmftitiM, ms/v>&.itvkwn> m^^m^/um, m^/v^±mmt 
?n~-j-)vmfc, ^>^-7xdx £.M^mjfo&mm%L ^.zs^omm^/uM 
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- 1 — ;k ^tvw -Ax^>, x^rtyp^ 

x&< ^;i/tf-»T^D> 

y^i/^>, H-fe^^-t;^ A^g^^ir;^ xttkvwyt'>^ 
^^tt6^@3M^W3u ^7°7f>, #;!/#:tW>, ^^y^^>, 

tt^tt^DS/>^^~ ifEWdtt, -f W"iJ-Xfc£SU5 4 1 
^ey^m— ^;PtfC#tt, IMC-C2 2 5, RhuMa b VEGFXteR i 
t u x imabT^O, 

^>^-7xP>r-nlT^O, 

£4&^l$Jfc#Wfi&S!lfck l/>^>, ->V7^7>, tf^/N'X 



WO 03/080077 



PCT/JP02/10186 



*<Dm&t&/uMU* s.h*-V->hu>. L-7X/i7^t- fc?> yn^;wt 

>T&£o ) : 

%tsnz>4k&m R\ R 2 , R 3 > R 4 , m, Y, G, X 1 , R^X 2 ^, 

io afetffc 

5-^;i/^a^7^->;W; S-l; yAi/^tf>; H + V;Vh % >XIh^ 
15 SU5416; IMC-C2 2 5> ^RhuMabVEGF)il^^»e. 

20 3. 5£: 
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OH 



HO OH 



x — OH 

7. R 1 ^ 7K^M^Ta5D, #0, R 2 #, -CH 2 -R 4 (C^, R 4 te, 
6 - t HP+'>/f;Hi'J5?>- 2 ->f M&wt) fS^5 8B«©Si 



8. R 1 ^ Tkmm^-V&Z). R 2 ^, -CH 2 -R 4 (ICT, R 4 te> 

9. R 1 ^, zK^M^^D, 5&^> R 2 ^ -CH 2 -R 4 (d^T, R 4 te> 




15 Mo 



20 ^Jo 



i o . m^m i tam©^; i t^^nsft^^ ^ i a : 
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5 12. ^^lfB«(D2 0(Dj5Ui@©^J©V^n^--^X«M^^ ^It^JX 

13. m^mzm®vn&mtex\z^%iM£-~miz, m^hj^r)v^)umu 
mt/v&imftirim, m^/v^ift^m, mm^^mrnhnu ms/u&&&m& 

10 j zu-~r)\,mfc, ^>?~-73lu>. ^^m^mmnu yas^vmmi^fu 
m (z\z.^, &$itf/vM<Dfem\z, m?$mitmv-?:&& 0 ) ^s^s^si 

1 tolls, $ ^\zu^t>^tc. m^mi2mm(Dmmo 

14. ^m±m^m(Dm^i$m(D^i^^n^t^ den?, rk 

15 R 2 , R 3 , R 4 > m, Y, G, X 1 , RtfX 2 fcJu 1 fcflWC**. ) 

^tt^iifflfifijw, m*M£mgi*m. mm&jm&fom. 

u-i-jv&m. -i>?-?x.n>, szto&mjG&Mism* mt^nmwhjm 
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15. mm±Gito&<Dmj&Riftm<D&i'V7&2tiz>{k&m (cct, rk 

R\ R\ R\ m, Y, G, X 1 , RtfX a fck ) Otz 

<tt>l«a±XW:*©m^69tefl : «b»*if[*, 5-^;^n<j7^^;v; s- 
1 ;yAv-^lf>; H^y;i/tf-», ih^>F; Fiz^i^k A'^U^iz: 

x#>, ^^hf^; -fl^yD-, SU5416; IMC-C2 2 5, Rtf 
RhuMabVEGF* 5 S jgiR3n5*&*±W$«©ttJ&*^flJ^fc < 

£fc l@J^±Xf»cD^^fcfF^M#^^^a^^-B:T, K^TTS £ <h£4# 

«^T*^fe*^ (jijit, i ih®co^ i -v^n^^mz, 5- 

1 6 . G^, & 




15 HO OH 

i 7. x^tfx 2 **, w > hd t:o n*;w^;-;i/»c i &xtt 2 1 
is. g#*> /3-d - tf ^ y >-;i^t$> D , x^tfx 2 **, -tn 
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19. R 1 ^ TkmMT'V&Q. frL R 2 ^ #C5£: 
y — OH 

^ — OH 

5 2 0. R l fl«, 7Xm0TFT^D, j&vd, R 2 ^, -CH 2 -R 4 (CIT, R 4 

2 1. R 1 ^, TK^M^T^O, R 2 #>\ -CH 2 -R 4 R 4 

10 2 2. R 1 ^ 7K^0TTa5D, R 2 ^> -ch 2 -r 4 (ect, R 4 

2 3 . m&m i fHm©^; i T^^ns^^^, ^ i a : 




15 T^n^b-^Tcfc^ ffc&Jgl 4X^1 5fE«c0^i*o 

m RK R 2 , R 3 , R 4 , mu Y, G, X 1 , WX 2 te, W^ltlWJ 

ttx;wwt;^ m*/v>mm#iffim, m^hmK^mm., mw&&m*/u$u 
20 ta^se^ia^b^, m^/v^>-yh^-»mm^ m^/o^tusy* 
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^ey^u-i-jvtK^ -r>^7xnx ^m^mm^mmm. 
5 25. tf/vWtmmmM&mwtzfcvxD, m^m i mmo^. i -cm^n^t^ 

m (Z.Z\X\ R\ R\ R\ R\ m, Y, G, X 1 , ;&X£X 2 «, W^ltl^ 

Jlj-uVJzsJV; S-l; ^A->^tf>; H^V;i/bf X h#-> H ; H 
-fe^=Hr;k A°^U^+ir;V; v'X^fX ^;v^^^^>> ^ifuy^ 
10 -fJ/r^X h^;*J>, #>:/h^>'> ; -fl/yt, SU541 

6; IMC-C2 2 5, huMa bVEGF^S^^If^ £>5SJR$tl'5 

2 6 . G#, 5£: 



HO OH 

2 7. x^tfx 2 ^ ^n^n-r>FDtfan^;i.ny-;^0i^x«2^ 




15 X\t 
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2 9. R 1 ^ tK^^T^D, j&v^, R 2 ^ &5£: 



<D^T&£, Sf 2 8 fBtfc^ffio 

3 0. R 1 /^, zKSJIC^T&D, #0, R 2 ^ _ch 2 -R 4 (r^T, R 4 
te, 6-t Fn^>*3Ml/t?U^>-2 — OVmttmT) »^3S2 8|2 

10 3 1. R 1 ^, ?KiP§J0§C^r&D, R 2 #t, -CH 2 -R 4 (^^T, R 4 

3 2. R 1 ^ tK^M^T^D, R 2 ^, -CH 2 -R 4 (il^T> R 4 

5-hHn^r^^5 1 ;i/tfU> ? >-4~^;PS^-r) ffi^2 8fB 

15 3 3. 1 fBm<« I TTjk-Zn&fc&m*, aiA: 



R 1 , R 2 , R 3 , R 4 , m, Y> G, X 1 , RtfX 2 fck ±iB£IHD 
20 T&3o ) ^<t«bltt«±Xtt-t©^fl9fc*l : «Pb#S4S[, afeOtfcSC**>utt 
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7)v*MmL wfihjmxm^mn. m^/vmm^m, mwmmm*/uM. m 
-vmmm, =eyyu-±jm^ ^m^mm^-mmm. ms^mmi^hn 

3 5 . M^mizw^-znzmfox t-mz, ±is©sc i -v^n^t 

&m RK R\ R\ R\ m, Y, G, X 1 , Rl^X 2 «> _hi3t|WID 

10 ^ay^^JV; S-l; fflSttfJ**/?^ ; lSF^V;i/f^>, xh#S/ 

SU5416 ; IMC-C2 2 5, RtXR h uMa b VE GF#>£>&£Sfr^£ 
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